. Changes in plasma leptin levels after intravenous injection of endotoxin. Healthy human volunteers were injected with 3 ng/kg endotoxin (A, ) or saline (B, ). At time of injection and at n ϭ 3 n ϭ 3 different times afterwards, plasma was isolated. Leptin levels were measured by ELISA. There were no significant changes in leptin levels over time in either group, nor were there significant differences between groups.
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cline in steady-state leptin mRNA [8, 9] . This observation suggests that in vivo TNF-a indirectly up-regulates leptin gene expression.
Meal shifts may have obscured an endotoxin-induced increase in circulating leptin by delaying the rise until 112 h after the endotoxin injection [10] . By omitting nocturnal blood samplings, we may have missed the changes. As discussed previously [1] , the dose of endotoxin used in the human studies may have been insufficient to stimulate leptin synthesis or release. Perhaps endotoxin induces leptin in rodents but not in humans because of interspecies differences in endotoxin sensitivity. Prolonged endotoxemia superimposed on chronic illness may explain the elevations in plasma leptin observed in patients with sepsis but not in endotoxin-injected volunteers. In addition, renal or hepatic dysfunction may also inhibit the clearance of circulating leptin in sepsis.
